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AB Objective: We determined the effects of interleukin-4 on chorion and 
decidual prostaglandin production. Study design: Chorion and decidual 
cells from term placentas were grown to confluence. Cells were then 
incubated with interleukin-4 either alone or with other known stimulants 
of prostaglandin production: interleukin-ip, epidermal growth 
factor, ionomycin, or phorbol 12-myristate 13-acetate. Prostaglandin 
E.sub.2 production was determined with a specific radioimmunoassay. 
Results: Interleukin-4 alone stimulated prostaglandin E.sub.2 production 
in chorion and decidual cells. Interleukin-4 significantly enhanced the 
stimulatory actions of phorbol 12-myristate 13-acetate, ionomycin, and 
epidermal growth factor but not interleukin-lp on prostaglandin 
E.sub.2 production. Conclusion: Interleukin-4 stimulates prostaglandin 
E.sub.2 production by chorion and decidual cells. These data suggest that 
interleukin-4 production by immune effector cells in gestational tissues 
may contribute to the pathophysiologic features of preterm labor 

AB. . . data suggest that interleukin-4 production by immune effector cells 
in gestational tissues may contribute to the pathophysiologic features of 
preterm labor. 
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AB Prostaglandins are known to play a central role in the initiation of 
labor in humans, and amnionic cells constitute a major source of 
these compounds. Prostaglandin synthesis and release by amnion cells in 
response to hormones and ligands takes place after a characteristic 4-5 h 
lag. However, we report herein that free arachidonic acid (AA) , the 
metabolic precursor of prostaglandins, can be induced at much shorter 
times (1 h) in human amnionic WISH cells by phorbol 12-myristate 
13-acetate (PMA) through activation of protein kinase Calpha (PKCalpha) . 
WISH cells were found to possess both cytosolic group IV phospholipase A2 
(cPLA2) and Group VI Ca2+- independent phospholipase A. (iPLA2) . of these, 
the CPLA2 was found to be the likely mediator of AA mobilization in 
PMA-activated WISH cells. PMA also activates phospholipase D (PLD) in 
these cells and ethanol, a compound that inhibits PLD-mediated 
phosphatidic acid (PA) formation, blocked AA release. Moreover, 
prevention of PA dephosphorylation by the PA phosphohydrolase inhibitors 
propranolol and bromoenol lactone, resulted in inhibition of AA release by 
PMA- treated -WISH cells. Collectively, these data suggest that activation 
of CPLA2 and attendant AA release by phorbol esters in WISH cells requires 
prior generation of DAG by phosphatidate phosphohydrolase. 

AB Prostaglandins are known to play a central role in the initiation of 
labor in humans, and amnionic cells constitute a major source of 
these compounds. Prostaglandin synthesis and release by amnion cells in. 
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^B The effect of the MEK activation inhibitor U-0126 on RU- 48 6 -induced 
pre-term labor was investigated in Sprague-Dawley rats. 18 -Day 
pregnant rats were pretreated with U-0126 (100 mg/kg/6 hr, s.c.) and 
labor was induced on day 19 with RU-486 (2 mg/kg, s.c.) . 
Treatment with U-0126 delayed the onset of parturition to an average of 



25.18 hr after RU-486. Delayed labor was associated with 
activation of ERK2 and phosphorylation of caldesmon in myometrium 
compared to the sham group. Results suggest that the ERK/caldesmon pathway 
might be used a target for the development of tocolytics, (conference 
abstract: Society for Obstetric Anesthesia and Perinatology 35th Annual 
Meeting, Phoenix, Arizona, USA, May 14-17, 2003) . (No EX) . 
ABEX (E97) 

TI MEK inhibitor U0126 delays RU486-induced preterm labor 
in rats. 

AB The effect of the MEK activation inhibitor U-0126 on RU-486- induced 
pre-term labor was investigated in Sprague-Dawley rats. 18-Day 
pregnant rats were pretreated with U-0126 (100 mg/kg/6 hr, s.c.) and 
labor was induced on day 19 with RU-486 (2 mg/kg, s.c.) . 
Treatment with U-0126 delayed the onset of parturition to an average of 
25.18 hr after RU-486. Delayed labor was associated with 
activation of ERK2 and phosphorylation of caldesmon in myometrium 
compared to the sham group. Results suggest that the. 
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